(AEF), peak E velocity,deceleration time (dec t)and Isolumic relaxation time (IVRT), LA maximal and minimal volume, LV cardiac mass index (LVMI), pulmonary venous diastolic and systolic flows and reversal A wave.
P-367 HYPERCHOLESTEREMIA-INDUCED CHANGES IN LEFT VENTRICULAR GEOMETRY IN THE GUINEA PIG
Purpose: Concentric remodeling of the heart is associated with increased cardiovascular risk in hypertensive patients and this change in cardiac geometry has been described in normotensive hypercholesteremic patients.The purpose of this study was to examine the effects of dietary induced hypercholesteremia on cardiac stucture in the guinea pig as no suitable model is currently available.
Methods: 7 week old male Hartley guinea pigs were fed certified guinea pig chow with (n ϭ 6)or without (n ϭ 6) 1% cholesterol for 13 weeks. Guinea pigs were anesthetized (ketamine (120 mg/kg) acepromazine (12 mg/kg) ip) and the jugular vein catheterized. Hearts were arrested in diastole with potassium chloride and excised, fixed in formalin and cross-sections through both ventricles were obtained by transverse sectioning 2mm parallel to the coronary groove. These sections were paraffin embedded, sectioned, and stained using hematoxylin and eosin. To ensure all sections were from a consistent location, sections were examined to ensure that neither attachment of the large ventral papillary muscle to the left ventricular wall nor valve cusps were visible within the histological sections. Sections were then digitalized and left ventricular chamber area, total left ventricular area (ventricular myocardium plus ventricular lumen), and mean ventricular thickness measured.
Results: Results are given in the Table. Cholesterol-fed guinea pigs had a significantly smaller left ventricular chamber area, left ventricular area and decreased area of left ventricular myocardium. No differences were observed in the thickness of the left ventricular myocardium between the two groups thus demonstrating an increase in relative wall thickness as confirmed by echocardiography data presented at this meeting.
Conclusion: Hypercholesteremia induces concentric remodeling of the left ventricle in the guinea pig. This is a novel model, relevant to human hypercholesteremia, which can be used to investigate the mechanisms and consequences of concentric remodeling. Overweight and obese hypertensives had significantly(pϽ0.05)higher BMI,WHR and circulating TGFb 1 than lean hypertensives. Obese hypertensives had significantly (pϽ0.05) higher BMI and circulating TGFb 1 than overweight hypertensives. Overweight and obese hypertensives had significantly (pϽ0.05) higher LVM, LVM/ h 2.7 , DTE, IVRT and lower E/A ratio values than lean hypertensives. Hypertensives with diastolic dysfunction had significantly higher LVM/ h 2.7 (pϽ0.001) and circulating TGFb 1 (pϽ0.04) than hypertensives without diastolic dysfunction. In all subjects TGFb 1 correlated directly with BMI(rϭ0.60;pϽ0.0001), LVM/h 2.7 (rϭ0.28;pϽ0.03), IVRT(rϭ0.30; pϽ0.02)and negatively with E/A ratio(rϭϪ0.38;pϽ0.002). Multiple regression analysis indicated that TGFb 1 was able to explain the 43% E/A ratio variability (Rϭ0.65; pϽ0.0001).Our data suggest that TGFb 1 overproduction may be involved in the pathophysiology of altered ventricular filling in obese hypertensives. In these patients this finding seems to be independent by the concomitant presence of Left Ventricular Hypertrophy.
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